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A wide range of pharmacological effects have been attributed to the 
tridecapeptide neurotensin (NT). Two important aspects of neurotensin actions 
on the central nervous system are its analgesic properties 1 and its possible 
involvement in the etiology of schizophrenia. 2 - The C-terrninal hexapeptide 
fragment of neurotensin (NT(8-13}) has been shown to retain much of the activity 
found in the native peptide, indeed NT or NT(8-13) have been shown to possess 
activity in precBnical antinociceptive tests and in animal behavioral tests 
predictive of antipsychotic efficacy.® NT(8-13) is metabolieally unstable and this 
would limit its use as a therapeutic agent.' Studies of the catabolism, of NT(8-13) 
in various brain regions have revealed several key amide bonds which are most 
susceptible to proteolytic degradation* 4 

Substitution of various unnatural amino acids into NT(8-13) has produced 
analogs of increased metabolic stability. 5 Some of these analogs when 
administered systemicaily have been reported to produce effects which appear to 
be mediated through central neurotensin receptors. Analogs have been 
^pjeparec^Mtiicth^darof understanding the factors necessary for NT receptor 
binding and agonisL-apUvity. The question of whether such agents are Indeed 
crossing the blood brain barrier will also be considered* 
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